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Bisceglie, Adrian M.; Lee, William M.; Morishima, 

Chihiro; Gretch, David R. 
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DOCUMENT NUMBER: 145:58344 

TITLE: How to use viral genomic analysis in clinical practice 

chronic hepatitis B and C 
AUTHOR(S): Izumi, Namiki 

CORPORATE SOURCE: Dep. Gastoenterol. Hepatol., Musashino Red Cross 

Hospital, Musashino, 180-8610, Japan 
SOURCE: Rinsho Byori (2006), 54(4), 395-399 

CODEN: RBYOAI; ISSN: 0047-1860 
PUBLISHER: Nippon Rinsho Kensa Igakkai 

DOCUMENT TYPE: Journal; General Review 
LANGUAGE: Japanese 

AB A review. Viral genomic anal, has been developed recently, and is 
utilized in clin. practice. The genotype of HB virus has the most 
important clin. implication, and in Japan, genotype C shows worse 
prognosis than genotype B. Basic core promoter (BCP) mutation is assocd. 
with hepatic fibrosis, and HBe antigen seronegativity is frequently obsd. 
after lamivudine administration than wild type. Polymerase domain B 
mutation was shown to be assocd. with lamivudine resistance concomitantly 
with domain C mutation. In the treatment of chronic 
hepatitis C genotype lb infection, peginterferon and 
ribavirin combination therapy was introduced, and this combination 
therapy has been shown to induce 50% sustained virol. response (SVR). To 
predict the virol. response to combination therapy, monitoring viral 
decline provides the most important information. Real-time PCR is 
expensive, highly sensitive core antigen quantitation 
is valuable in clin. practice. When patients treated by combination 
therapy achieve a 2 log drop in HCV antigen until twelve weeks they are 
estd. to have obtained 75% SVR by monitoring the amt. of serum 
core antigen. 
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ACCESSION NUMBER: 2006:137679 CAPLUS 
DOCUMENT NUMBER: 145:61030 

TITLE: Fundamental evaluation and clinical efficacy of high 

sensitive HCV-core antigen measurement assay 

AUTHOR(S): Fukuda, Mika; Yatsuhashi, Hiroshi; Yano, Koji; Oguro, 

Manabu; Ishibashi, Ohmi; Takezaki, Eiichi; Hirooka, 
Taizo; Sakai, Hironori; Muro, Toyokichi; Masaki, 
Naohiko; Komatsu, Tatsuji; Morimoto, Hideo; Saoshiro, 
Jobu; Masumoto, Akihide; Sodeyama, Takeshi; Shimada, 
Masaaki; Santo, Takehiro; Watanabe, Yukio; Chida, 
Nobuyuki; Ohara, Yukio; Yamashita, Haruhiro; Harada, 
Eiji 

CORPORATE SOURCE: Clinical Research Center, Nagasaki Medical Center, 
Japan 

SOURCE: Igaku to Yakugaku (2005), 54(5), 677-682 

CODEN: IGYAEI; ISSN: 0389-3898 
PUBLISHER: Shizen Kagakusha 

DOCUMENT TYPE: Journal 
LANGUAGE: Japanese 

AB The aim of this study is to evaluate clin. efficacy of a highly sensitive 
hepatitis C virus (HCV) core antigen-detecting assay 
in patients with chronic hepatitis C after interferon/ribavirin therapy. 
The test demonstrated good reproducibility and reliability. After 
interferon/ribavirin therapy, non-responsive cases showed significant 
higher core antigen than responsive cases. The study 
showed that the therapeutic efficacy is reduced when HCV core 
antigen vol. is less than 1000 fmol/L. The test is useful in 
detecting HCV core antigen, which is a predictive 
factor for therapeutic efficacy of interferon/ribavirin 
treatment of chronic hepatitis C. 

L19 ANSWER 3 OF 12 CAPLUS COPYRIGHT 2006 ACS on STN 
ACCESSION NUMBER: 2004:526344 CAPLUS 
DOCUMENT NUMBER: 1 4 1 : 24 1 642 
TITLE: The predictive value of core antigen 

testing for the management of hepatitis C 

patients receiving pegylated interferon/ 

ribavirin treatment 
AUTHOR(S): Pradat, Pierre; Maynard, Marianne; Buti, Maria; 

Berthillon, Pascale; Picchio, Gaston; Tillmann, Hans 

L.; Wiegand, Johannes; Voirin, Nicolas; Manns, Michael 

P.; Esteban, Juan-Ignacio; Martinot, Michele; 

Marcellin, Patrick; Trepo, Christian 
CORPORATE SOURCE: Department of Hepatology, Hotel-Dieu, Lyon, Fr. 
SOURCE: Journal of Medical Virology (2004), 73(3), 392-396 

CODEN: JMVIDB; ISSN: 0146-6615 



PUBLISHER: Wiley-Liss, Inc. 

DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB A new quant, marker of HCV viremia based on the detection of the core 
antigen of the virus has recently become com. available in Europe. The 
usefulness of this test was examd. for the management of patients treated 
with pegylated interferon/ribavirin. One hundred twenty-eight pegylated 
interferon/ribavirin treated patients were studied. Serum samples were 
available at baseline, week 4, and week 12 time-points, resp. Core 
antigen was quantified using the trak-C assay (Ortho Clin. Diagnostics, 
Raritan, NJ). For all genotypes at week 4, the pos. and neg. predictive 
values of HCV core antigen were 81.4 and 92.9%, resp., while at week 12 
they were 67.9 and 100%, resp. These predictive values varied 
substantially according to viral genotype. Among patients with a neg. 
core antigen level (<1.5 pg/mL) at week 12, only 33% of those who were 
pos. at week 4 achieved a sustained virol. response whereas 85% of those 
who were already neg. did. The core antigen assay may be used at week 4 
and week 12 to distinguish patients who will achieve a sustained virol. 
response from those who will relapse/breakthrough. This assay is a new 
reliable alternative for early prediction of virol. non-response in 
patients treated with pegylated interferon/ribavirin. 

REFERENCE COUNT: ~" 21 THERE ARE 21 CITED REFERENCES 

AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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ACCESSION NUMBER: 2002:682658 CAPLUS 
DOCUMENT NUMBER: 138:23465 

TITLE: CD4 T lymphocyte proliferative responses to hepatitis 

C virus (HCV) antigens in patients coinfected with HCV 
and human immunodeficiency virus who responded to 
anti-HCV treatment 

AUTHOR(S): Legrand, Elisabeth; Neau, Didier; Galperine, Tatiana; 

Trimoulet, Pascale; Moreau, Jean-Francois; Pitard, 
Vincent; Lacut, Jean- Yves; Ragnaud, Jean-Marie; Dupon, 
Michel; Le Bail, Brigitte; Bernard, Noelle; Schvoerer, 
Evelyne; Houghton, Michael; Fleury, Herve; Lafon, 
Marie-Edith 

CORPORATE SOURCE: Virology Laboratory, Bordeaux 2 University, Fr. 
SOURCE: Journal of Infectious Diseases (2002), 186(3), 302-311 

CODEN: JIDIAQ; ISSN: 0022-1899 
PUBLISHER: University of Chicago Press 

DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB CD4 T lymphocyte proliferative responses to hepatitis C virus 

(HCV) antigens were evaluated before and during an anti-HCV regimen 



(interferon-. alpha. 2a and ribavirin) in 36 patients coinfected 

with HCV and human immunodeficiency virus (HIV), to det. whether immune 

responses against HCV antigens are present in such patients, whether these 

responses are modified by anti-HCV treatment, and whether they 

are correlated with treatment efficacy. The CD4 responses 

against HCV antigens (primarily core antigens) 

detected at study entry in one-half of the patients did not correlate with 

anti-HCV treatment efficacy. Of 36 patients, 8 had patterns of persistent 

immune response to infection by genotypes 3 or 4 that were significantly 

correlated with sustained virol. response. Persistent immunol. reactivity 

and sustained virol. response coexisted only in patients infected with 

genotype 3: These findings suggest that HCV genotype may influence 

specific immune response, which, in turn, is implicated in virol. control. 

REFERENCE COUNT : 40 THERE ARE 40 CITED REFERENCES 

AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 

L19 ANSWER 5 OF 12 CAPLUS COPYRIGHT 2006 ACS on STN 
ACCESSION NUMBER: 2001:813914 CAPLUS 
DOCUMENT- NUMBER: 137:27954 

TITLE: Ribavirin Enhances Interferon-. gamma. Levels in 

Patients with Chronic Hepatitis C Treated with 
Interferon-. alpha. 

AUTHOR(S): Fang, Shih-Hua; Lai, Ming- Yang; Hwang, Lih-Hwa; Yang, 

Pei-Ming; Chen, Pei-Jer; Chiang, Bor-Luen; Chen, 
Ding-Shinn 

CORPORATE SOURCE: Graduate Institute of Microbiology, National Taiwan 

University, Taipei, Taiwan 
SOURCE: Journal of Biomedical Science (Basel, Switzerland) 

(2001), 8(6), 484-491 

CODEN: JBCIEA; ISSN: 1021-7770 
PUBLISHER: S. Karger AG 

DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB Some patients with chronic hepatitis C respond to interferon 
(IFN)-. alpha, treatment, and the efficiency can be improved by 
combining it with ribavirin. The mechanism of this improvement 
is unknown. To investigate the effects of these two regimens on the 
immune responses in 51 patients with chronic hepatitis C, the authors 
examd. the hepatitis C core antigen-specific 

proliferative response and cytokine prodn. profiles, natural killer (NK) 
cell cytotoxicity, and cytotoxic T cell function during treatment. The 
results are as follows: (1) both viral clearance and biochem. 
normalization occurred more frequently in patients receiving combination 
therapy; (2) the function of NK cells increased after treatment in the 
responders of both groups; (3) the level of IFN-. gamma, produced by 



hepatitis C core antigen-stimulated peripheral blood 

mononuclear cells was higher in patients receiving combination therapy, 

esp. in responders; (4) the core antigen-specific 

proliferative response decreased after treatment, and (5) in addn., the 

core-specific cytotoxic T cell activities of 5 responder patients also 

increased after therapy. Thus, enhancement of immune responses, esp. 

those related to type-1 T helper cell activity, may contribute to better 

efficacy in combining ribavirin with IFN-. alpha, for 

treatment of chronic hepatitis C. 

REFERENCE COUNT: 27 THERE ARE 27 CITED REFERENCES 

AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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STN 

ACCESSION NUMBER: 2004:325700 BIOSIS 
DOCUMENT NUMBER: PREV200400327000 
TITLE: The predictive value of core antigen 

testing for the management of hepatitis C 

patients receiving pegylated interferon/ribavirin 

treatment. 

AUTHOR(S): Pradat, Pierre [Reprint Author]; Maynard, Marianne; Buti, 
Maria; Berthillon, Pascale; Picchio, Gaston; Tillmann, Hans 
L.; Wiegand, Johannes; Voirin, Nicolas; Manns, Michael P.; 
Esteban, Juan-Ignacio; Martinot, Michele; Marcellin, 
Patrick; Trepo, Christian 

CORPORATE SOURCE: Dept Hepatol, Hop Hotel Dieu, 1,P1 Hop, F-69288, Lyon, 02, 
France 

pradat@univ-lyonl.fr 
SOURCE: Journal of Medical Virology, (July 2004) Vol. 73, No. 3, 

pp. 392-396. print. 

CODEN: JMVIDB. ISSN: 0146-6615. 

DOCUMENT TYPE: Article 

LANGUAGE: English 

ENTRY DATE: Entered STN: 29 Jul 2004 
Last Updated on STN: 29 Jul 2004 

AB A new quantitative marker of HCV viremia based on the detection of the 
core antigen of the virus has recently become commercially available in 
Europe. The usefulness of this test was examined for the management of 
patients treated with pegylated interferon/ribavirin. One hundred 
twenty-eight pegylated interferon/ribavirin treated patients were studied. 
Serum samples were available at baseline, week 4 and week 12 time-points, 
respectively. Core antigen was quantified using the trak-C assay (Ortho 
Clinical Diagnostics, Raritan, NJ). For all genotypes at week 4, the 
positive and negative predictive values of HCV core antigen were 81.4 and 
92.9%, respectively, while at week 12 they were 67.9 and 100%, 



respectively. These predictive values varied substantially according to 
viral genotype. Among patients with a negative core antigen level (<1 .5 
pg/ml) at week 12, only 33% of those who were positive at week 4 achieved 
a sustained virological response whereas 85% of those who were already 
negative did (P < 0.001). The core antigen assay may be used at week 4 
and week 12 to distinguish patients who will achieve a sustained 
virological response from those who will relapse/breakthrough. This assay 
is a new reliable alternative for early prediction of virological 
non-response in patients treated with pegylated interferon/ribavirin. 
Copyright 2004 Wiley-Liss, Inc. 

L19 ANSWER 7 OF 12 BIOSIS COPYRIGHT (c) 2006 The Thomson Corporation on 
STN 

ACCESSION NUMBER: 2004:123681 BIOSIS 
DOCUMENT NUMBER: PRE V200400 116810 

TITLE: Pharmacodynamics and pharmacokinetics of hepatitis C virus 

(HCV) and pegylated interferon-alfa2b in human 
immunodeficiency virus (HIV)/HCV co-infected patients. 

AUTHOR(S): Golia, Preeti [Reprint Author]; Powers, Kimberly; Dorante, 
Gary [Reprint Author]; Cunningham-Rundles, Susanna [Reprint 
Author]; Ribeiro, Ruy; Shata, Mohammed T.; Perelson, Alan 
S.; Talal, Andrew H. [Reprint Author] 

CORPORATE SOURCE: Weill Medical College of Cornell University, New York, NY, 
USA 

SOURCE: Hematology, (October 2003) Vol. 38, No. 4 Suppl. 1, pp. 

345A. print. 

Meeting Info.: 54th Annual Meeting of the American 

Association for the Study of Liver Diseases. Boston, MA, 

USA. October 24-28, 2003. American Association for the 

Study of Liver Diseases. 

ISSN: 0270-9139 (ISSN print). 
DOCUMENT TYPE: Conference; (Meeting) 

Conference; (Meeting Poster) 

Conference; Abstract; (Meeting Abstract) 
LANGUAGE: English 
ENTRY DATE: Entered STN: 3 Mar 2004 

Last Updated on STN: 3 Mar 2004 
AB Background: Approximately one half of hepatitis C virus (HCV) 
infected patients will fail to respond to current treatment 
regimens, pegylated interferon alfa and ribavirin. Modeling of 
HCV RNA decay in response to antiviral therapy can provide insight into 
viral and host determinants of viral response. Aims: Pharmacokinetic, 
pharmacodynamic, and immunologic outcomes were evaluated on 24 co-infected 
patients: 1) To evaluate the relationship between HCV RNA decay and 
PEG-EFN alfa2b serum concentrations in HIV/HCV co-infected patients and 2) 
to evaluate association between HCV-specific immune responses and 



virologic outcome. Methods: 24 co-infected, therapy-naive patients were 
treated with PEG-IFN alfa2b 1 .5mug/kg/wk and RBV 13+-2 mg/kg/day. Serum 
was obtained for HCV RNA, fflV-1 RNA and serum PEG-IFN alfa2b levels at 
baseline, after the first dose (6, 12, 24 hours) and on days 2, 3, 5, 6; 
after the second dose (6, 12, 24 hours) and on days 8, 9; and after the 
third dose on days 14, 15, and 16. Peripheral blood mononuclear cells 
were obtained at baseline, weekly for the first month, and monthly 
thereafter. HCV and HIV-1 RNA levels were determined by 
reverse-transcriptase polymerase chain reaction and PEG-IFN alfa2b levels 
were measured by ELISA. CD4+ cell proliferative responses to HCV antigens 
(core, NS3, NS4, NS5) and HIV-1 gag were performed at baseline, day 7 and 
14, and weeks 4, 8, 12, and 24. Among 24 co-infected patients, 21 are 
males, the mean age was 46+-5.8 years, 8 are Caucasian, 12 are 
African- American and 4 are Hispanic. 20/24 patients were infected with 
genotype 1, 3/24 patients with genotype 2, and 1/24 with genotype 3 a. 
Results: Pharmacokinetics: To date, 21 patients have been evaluated. 10/21 
patients were end of treatment responders, but 2 of these were "late 
responders" (i.e. HCV RNA declines after week 8 and is undetectable by 
week 24). Data fitting during the first seven days revealed a free virion 
clearance rate c of 13.3 (day-1) and an infected cell clearance rate delta 
of 0.21 (day-1). The half-lives were 2.7 hours and 4.0 days, 
respectively. Pharmacodynamics: Viron production was blocked after the 
first dose of PEG-IFN alfa with an average maximum effectiveness 
(epsilonmax) of 89%. We estimated that the fifty percent effective 
concentration (EC50) of PEG-IFN alfa2b, the theoretical in vivo drug 
concentration at which the drug efficacy is 50%, was five-fold lower in 
responders compared with non-responders while the maximum (Cmax) and 
minimum (Cmin) concentrations did not differ significantly. The 
calculated minimum (epsilonmin) and maximum (epsilonmax) efficacy were 
also significantly increased in responders. Immunologic: The mean number 
of CD4+, CD8+ and CD56+ cells did not differ significantly at baseline or 
during treatment between responders and nonresponders. Peripheral blood 
CD4+ HCV-specific proliferative responses did not differ significantly 
between responders and nonresponders except that the response to 
core antigen was increased in non-responders compared 
with responders at weeks 4 and 12. HIV gag CD4+ proliferative responses 
were stronger than HCV-specific responses at all time points evaluated. 
Conclusions: The serum PEG-IFN alfa2b concentration necessary for an end 
of treatment response is five- fold lower in responders compared with 
non-responders while there are no significant differences in the maximum 
and minimum PEG-IFN alfa2b concentrations in responders and nonresponders. 

These data suggest that host factors responsible for a viral response 
may be different in responders compared with nonresponders, independent of 
serum PEG-IFN alfa2b concentrations. 
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ACCESSION NUMBER: 2004:14174 BIOSIS 

DOCUMENT NUMBER: PREV200400015834 

TITLE: Antiviral effect of Ribavirin in early non-responders to 

interferon monotherapy assessed by kinetics of Hepatitis C 

virus RNA and HCV Core antigen. 
AUTHOR(S): Veillon, P. [Reprint Author]; Payan, C. [Reprint Author]; 

Fouchard-Hubert, L; Loustaud-Ratti, V.; Lunel-Fabiani, F. 

[Reprint Author]; Fontevraud Study Group 
CORPORATE SOURCE: Laboratoire de Bacterio-Virologie, CHU Angers, Angers, 

France 

SOURCE: Abstracts of the Interscience Conference on Antimicrobial 

Agents and Chemotherapy, (2003) Vol. 43, pp. 503. print. 
Meeting Info.: 43rd Annual Interscience Conference on 
Antimicrobial Agents and Chemotherapy. Chicago, EL, USA. 
September 14-17, 2003. American Society for Microbiology. 
DOCUMENT TYPE: Conference; (Meeting) 

Conference; Abstract; (Meeting Abstract) 
LANGUAGE:- English 
ENTRY DATE: Entered STN: 24 Dec 2003 
Last Updated on STN: 24 Dec 2003 
AB Background: We conducted a trial including 203 patients with chronic 
hepatitis C, naives of treatment, evaluating the 
antiviral efficiency of Ribavirin, given in second intention in 
non-responders to interferon alone, by studying viral kinetics. Methods: 
Patients were treated with interferon at the dosage of 3 or 6 million 
units three times a week with or without Ribavirin according to response 
under treatment. Viral kinetics were assessed during treatment follow-up 
by serial measurements of HCV RNA (bDNA 3.0 and Monitor 2.0) and a new 
serological assay developed by Ortho-Clinical Diagnostics able to quantify 
total Hepatitis C virus (HCV) core antigen (HCV cAg). 
Results: A significant initial drop in HCV RNA or HCV cAg, under 
interferon alone, was associated with response to therapy (-4.85+-1.33 log 
for HCV RNA in sustained responders to interferon monotherapy versus 
-1.86+-1.53 log for others groups, p<0.001). In-patients receiving 
Ribavirin in second intention, we also observed a similar drop in HCV RNA 
and HCV cAg, predictive of sustained response (-2.67+-1.26 log for HCV RNA 
in sustained responders versus -0.44+-0.49 log in non-responders, 
p<0.001). The positive predictive value (PPV) and the negative predictive 
value (NPV) were, respectively, 100% and 43% of an undetectable HCV RNA, 
93% and 67% of an undetectable HCV core antigen, after 
one month of treatment. At 3 months of treatment, the PPV and NPV were, 
respectively, 100% and 66% for HCV RNA, 95% and 90% for HCV cAg. 
Conclusions: These results support that Ribavirin has a clear antiviral 
effect in interferon treated patients and that kinetics of HCV RNA and HCV 



Core antigen under interferon plus Ribavirin treatment 
are highly predictive of a sustained virological response. 
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